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Lack of unily of invention 


□ 


Box No. V 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or indu-Jirial 
applicability: citations and exphmatiiins suj^nming .such statement 


Box No. VI 


(Vrtain di»cuments cited 


□ 


Bt»x Nt). VII 


C criain tlelects in the intermiliunal application 




B*)x No. VMI 


Certain obscrvaiic^ns on ihc inicmalioiial application 



I he InicrrKUiorni! Bureau will communicate this rcptm to designated OlTtccs in accordance with Rules 44/)iv- ^(c> and 9V>m I bui 
.uu. cucpi where the npplicani makes an express request under Article 2.1(2), iKlore the expiration i»r;U) munihs from ihc nriorii 
date (Rule \Ahh .2). ' 





Oale ol i.ssuance t»f this report 
29 May 2006 (29.05.2006) 


'the inleriKiiional Buivau of WIK) 


Authori/icd ofHcer 


.)4. chemin des C*otunibettes 


Doroth6e MQIhausen 


121 1 Geneva 20, Switzerland 


l-acsimileNo. +41 22 740 14 35 


Telephone No. +4 1 22 33X X7 40 


l omi I>Cr/IB/37j (January 2001) " ' 



06/23/2006 11:24 IFAX Fax_Center@dbr . com 
01 41 3078401 MURGITROYO 



Fax Center 1^004/019 
15:58 50 23-06-2006 4/19 



PATENT COOPERATION TREATY 



From the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 



see form PCT/ISA>220 




iK^^^r..}^^^'^^^^ OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 
(PCTRule 436/S.1) 



Applicant's or agent's fife reference 
see form PCT/IS A/220 



International application No. 

PCT/GB2004yD05006 



Date of mailing ~' ' ' — " 

(dBy»no„thi-eaO see torm PCT/ISASIO (second sheet) 



International filing date (dayAnotmear) 
26.11.2004 



FOR FURTHER ACTION 
See paragrapti 2 below 



Priority date (dayAnonth^ear) 
26.11.2003 



Applicant ' " ' 

THE QUEEN'S UNIVERSITY OF BELFAST 



1. 



This opinion contains indications relating to the following items: 
S Box No. I 



S Box No. II 
E Box No. Ill 
□ Box No. IV 
S Box No. V 



□ Box No. VI 

□ Box No. VII 



Basis of the opinfon 

Priority 



Certain docxjments cited 
Certain defects in tlie international appfication 
0 BoxNo.VIII Certainobse,vationsonthelnternationa.appllcaBon 
FURTHER ACTION 

Uje app cant chooses an Authortty otheTSteone to to ll» ^^'p^'^^I •^'^ does not .Sp,y where 

If this opinio.n is. as provided above considwoH k 

subrnit to the IPEA a written reJJ ^re^^ofZ^"" r.?'"" °' '^^^ '"e applicant is invited to 
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(under Rules 12 3 and 23.1(b)). "-"siaHon furnished for the purposes of international search 

2. With regard to any nucleotide andtor amino acid sennono.^ m-,. , ^ . 

necessary to the claimed invention, this oiKl'an?te'£K^^^^ aPP«catk)n and 

a. type of material: 

S a sequence listing 

O table(s) related to the sequence listing 

b. format of material: 
B in written format 

S in computer readable fomi 

c. time of filing/furnishing: 

□ contained in the international application as ffled. 

□ fifed together with the international application in computer readable form. 
B furnished subsequently to this Authority for the purposes of search. 

iasSfii^d'SSfir^^^^^^^ 

copies is identical to that in' the ^iS^n SSlX^nSST^''.!!'^ subsequent or additi?naf 
appropnate. were furnished. 9° '^V^"'* *e application as filed, as 

4. Additional comments: 




required, a translation of that earlier ZatoaLl TM^ n^^,? ^'^"^ been claimed or where 
assumption that the retevantdatelfflffil^n^eSri!^^ 

fling date indicated aboVe is ooni!efStob^lJ!^teJSA%^^'^ °^ ""^ "^^ '"temational 

3. Additional observations, if necessary: 
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□ the entire international application, 

m claims Nos. M5, with reference to industrial appIcatMliiy 
because: 

(specify): ""^^ require an international preliminary examination 

see separate sheet 

° -ca-^'S^^^^^^ areso 

° S be fo^ed' "'^ ^ '"^^^'^^'^^ «^Pf«'»«'^ '^V the descriptton that no meaningful opinion 

□ no international search report has t^een established for the whole application or for said claims Nos. 

° (JofXe^A^SS^aS^^^^ """"^ P-«ed for in Annex 

the written form □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ See separate sheet for further details 
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1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Yes: Claims 
No: Claims 

Yes: Claims 
No: Claims 

Yes: Claims 
No: Claims 



1-4.13-17, 26-30.39-41,43.44 
5-12, 18-25. 31-38.42 

1.2, 16. 29 
5-15. 17-28, 30-44 

16-44 



2. Citations and explanations 
see separate sheet 



Box No. VIH Certain observations on the international appiir^ti^n 



see separate sheet 
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WRITTEN OPINION OF THE 

INTERNATIONAL SEARCHING International application No. 
A UTHORITY (SEPARATE SHEET) , PCT/GB2004/OOSnn . 

Reference is made to the following documents: 

D1 : HYER M.L et al.: " Downregulation of c-aiP sensitizes DU145 prostate cancer cells 
to Fas-mediated apoptosis " CANCER BIOLOGY & THERAPY, vol. 1 . no. 4. July 
2002, pages 401 -406; 

D2: USLU R. et al.: " Chemosensrtization of human prostate carcinoma cell lines to anti- 
Fas-mediated cytotoxicity and apoptosis " CLINICAL CANCER RESEARCH, THE 
AMERICAN ASSOCIATION FOR CANCER RESEARCH. US. vol. 3, no. 6. June 
1997, pages 963-972; 

D3: THEARD D. et al.: " Etoposide and Adriamycin but not Genistein can activate the 
checkpoint kinase Chk2 independently of ATM/ATR " BIOCHEMICAL AND 
BIOPHYSICAL RESEARCH COMMUNICATIONS, vol. 289. 2001 , pages 1 199-1204; 

04: GUROVA K.V. et al.: " Cooperation of two mutant p53 alleles contributes to Fas 
resistance of prostate carcinoma cells " CANCER RESEARCH, vol. 63. 1 June 2003, 
pages 2905-2912; 

05: IWASE M. et al.: " Enhanced susceptibility of oral squamous cell carcinoma cell lines 
to Fas-mediated apoptosis by Cisplatin and 5-Fluorouracil " INTERNATIONAL 
JOURNAL OF CANCER, vol. 106, 10 September 2003. pages 619-625; 

06: WAKASA T. et al.: " The combination of ionizing radiation and expression of a wild 
type p53 gene via recombinant adenovirus induced a prominent tumour suppressing 
effect in human oral squamous cell carcinoma " THE BRITISH JOURNAL OF 
RADIOLOGY, vol. 75. 2002. pages 657-662; 
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D7: WO 03/035868 A (RIBOPHARMA AG (DE); WAJANT HaraW; PFIZENMAIER Klaus 
LIMMER Stefan; KREUTZER Roland; VORNLOCHER Hans-Peter) 1 May 2003; ' 

D8: SIEGMUND D. et al.: " Selective inhibition of FLICE-like Inhibitory Protein (FLIP) 
expression with small interfering RNA ofigonucleotides (siRNAs) is sufficient to 
sensitize tumor cells for TRAIL-induced apoptosis " MOLECULAR MEDICINE, vol. 8 
no. 1 1 , November 2002, pages 725-732; 

D9: DATABASE EMBL-EB1 1 July 1999, ' Homo sapiens FLICE-like inhibitory protein 
long form mRNA. complete CDs. " Database accession no. U97074; 

D1 0: KAMARAJAN P. et al.: - Up-regulation of FLIP in cisplatin-selected HeLa 
cells causes cross-resistance to CD95/Fas death signalling - BIOCHEMICAL 
JOURNAL, vol. 376, no. 1 , 1 5 November 2003, pages 253-260; 

D1 1 : MAY E. et al.: " Endogenous HeU p53 proteins are easily detected in HeLa 
cells transfected with mouse deletion mutant p53 gene " ONCOGENE, vol. 6. no 8 
1991, pages 1363-1366; 

D12: PEDERSEN I.M. et aL: - The triterpenoid CDDO induces apoptosis in 

refractory CLL B cells - BLOOD, vol. 100. no. 8, 15 October 2002. pages 2965-2972; 

D13: POUUKI V. et al.: - Fas-mediated apoptosis in neuroblastoma requires 
mitochondrial activation and is inhibrted by FLICE inhibitor protein and bcl-2 " 
CANCER RESEARCH, vol. 61, 15 June 2001, pages 4864-4872. 
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International application No. 
PCT/GB20Q4/nn^ f|p 



Re Item III 



IIM). Cteims 1-15 .Slate to subject-matter conekiered by this Amhority lo be 
covered by the provisions of Rule 67. , (Iv) PCT. Consequemiy, „„ opin™ »„, ,e 
formulated with respect to the industrial appHcabillly or the subiecmatter of these 
dams (Article 34(4)(a)(l) PCT). 



ReltemV 



citations and explanations supporting such statement 

,rJ!^°"'^' '^'^ " °' "''""3 carcinoma 
(OSCC) cell ines NA and HSC^, comprising adminlstrata to said cells of cP IP 
antisense oligonucleolides, CDDP (a platinum cytotoxic agent) and/or S-FU, and the 
agonist Fas antibody CH-,1 (see «levant passages throughout the en«re ar«c,e in 
parlicubr, see figure 6 and passages related thereto). AppBcaflon of the results ' 
disclosed In this article for cancer therapy are also disclosed in D5 
HS04 cells harbour the p53 mutation Arg248Glu (see D6; pages 660-661). 

The subject-matter of claims 5-12, 18-25, 31-38 is therefore not novel (Article 33(2) 
PCT: for cfaims 8. 9, 21 , 22, 34 and 35, insofar as administration of 5-FU Is 
concerned). 



Form PCTflSACa? (Separate Sheet) (Sheet 3) (EPO-Janua/y 2004) 



I 



06/23/2006 11:25 IFAX Fax_Center@dbr.com 
01 4 1 3078401 M URGITRO YD 



Fax Center 1^011/019 
16:0059 23-06-2006 11/19 



WRITTEN OPINION OF THE 

INTERNATIONAL SEARCHING International application No. 
AUTHORITY (SEPARATE SHFFT) PCT/GB2004/0OSnng 

V.2). Document D10 describes a method of killing cancer HeLa cells comprising 
administration to said cells of (a) a c-FLIP antisense oligonucleotide and (b) cisplatin 
or Fas antibodies {D1 0: figures 6. 7 and relevant passages related thereto) HeLa 
cells contain no detectable p53 protein, due to HPV-mediated degradation of p53 
itself (see D1 1 : relevant passages throughout the entire article). Application of the 
results disclosed in this article for cancer therapy are also disclosed in D1 0. 

The subject-matter of claim 42. insofar as a kit comprising a platinum cytotoxic agent 
is concerned, is therefore not novel (Article 33(2) PCT). 

V.3). Present claims 1-4. 13-17, 26-30, 39-41, 43, 44. the parts of claims 8, 9, 21, 
22, 34. 35 related to administration of oxaliplatin or CPT-1 1 . and the part of claim' 42 
related to a kit comprising a thymidylate synthase inhibitor or a topoisomerase 
inhibitor, formally meet the requirements of Article 33(2) PCT because their subject- 
matter was not disclosed in the available prior art. 

V.4). The subject-matter of claims 8. 9. 21. 22. 34 and 35 differs in part from the 
disclosure of D5 in that administration of oxaliplatin or CPT-1 1 is concerned. 

The problem to be solved may therefore be regarded as the provision of a further 
platinum cytotoxic agents, to be used in a method of killing cancer cells. 

The solution to this problem, as claimed in present claims 8, 9, 21, 22, 34 and 35 
cannot be considered as involving an inventive step for the following reasons: the 
compounds oxaliplatin and CPT-1 1 can be considered equivalent in their scope to the 
compound CDDP, and can be interchanged with this latter compound where 
circumstances make it desirable. They therefore represent merely some of several 
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straightfonvard possibilities from which the skilled person would select, in accordance 
with crcumstances. without the exercise of inventive skill, in order to solve the 
problem of finding alternative platinum cytotoxic agents. 



V.5). The subject-matter of claims 14, 15. 27. 28. 40, 41. 43 and 44 differs in part 
from the disclosure of D5 in that interfering RNA oligonucleotides are concerned. 

The problem to be solved may therefore be regarded as the provision of further c- 
FLIP inhibitory agents. 

The solution to this problem, as Claimed in present daims 14, 15, 27, 28 40 41 43 
and 44 (,o, Claims 15, 28, 41 , 43 and 44, i„«,ta, as an RNAi agent having nucleotide 
se<^ence as 1,0m SEQ ,D NO.-, is conoem«fl cannot be considered as involving an 
inventive step for the following reasons: sn,a« Interfering RNA oligoribonucleotides 
can be considered equivalent in their scope to anSsense oligonucleotides, and can be 
interchanged with these latter where dreumstances make it desirable (see for 
example document D7, and Its corresponding article D8, D9 being the c-FLIP 
sequence cited by D8). 

They therefore represent merely some of several straightfon^^rd possibilities from 
wh,ch the Skilled person would select, in accordance with circumstances, without the 
exercise of inventive skill, in order to solve the problem of finding alternative c-FLIP 
mhibrtors. Concerning the RNAi agent ha^^ng nucleotide sequence as from SEQ ID 
N0:1. concerned in present claims 15. 28. 41 . 43 and 44. it should be remarked that 
document D7 and D8 disclose an RNAi agent whose sequence overlaps partially with 
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